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Brief Summary Text - BSTX: 

Base supports in the context of the present invention are 
^^fymfrfarf gr:?tfd. Base supports which can be employed 
cus^omarfporoi; or nonporous support particles, provided 
ITcLTrl ^a^Sha^rrhydroxyl groups at therr surface or can 
hydroSyf groips introduced into them by processes which are 
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known per se. 

Particularly suitable base supports are polyvinyl 
alcohol-based polymers, or 

copolymers of (meth) acrylate derivatives and comonomers 
containing aliphatic 

hydroxyl groups, or diol-modif ied silica gels or 
polyvinyl-based copolymers 

containing aliphatic hydroxyl groups. Such base supports 
are obtainable 

commercially; one example is Fractogel .RTM. TKS HW 65 (S) 
(from E . Merck) , a 

porous vinyl-based copolymer containing aliphatic hydroxyl 
groups (1 meq of 
OH/g) . 



Claims Text - CLTX : 

2. The support material of claim 1, wherein the 
hydroxyl-containing base 

support is a polyvinyl alcohol polymer, a copolymer of 
(meth) acrylate with 

comonomers containing aliphatic hydroxyl groups, a 
diol -modif ied silica gel or 

a polyvinyl copolymer containing aliphatic hydroxyl groups. 

Current US Cross Reference Classification - CCXR: 
210/198 .2 
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This application is a continuation of application Ser. N 
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application Ser. No. 
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Primary Examiner - XP: 
Therkorn; Ernest G. 



Brief Summary Text - BSTX : 

These materials are prepared from glycerol-derivat ized 
silica gel by, for 

example, chemical bonding of the tripeptide 
glycyl-phenylalanyl -phenylalanine 

via the amino terminus by means of 1 , 1-carbonyldiimidazole 
to the diol groups 

of the glycerol radical. The phenylalanine residues 
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located on the outer , . 

surface are subsequently eliminated enzymatically , 

carboxypeptidase A is ■ ■ -i-ho 

preferred for the elimination. However, m this case the 

alycine residues , 

remain essentially bonded to the support. For this reason 

this support ^ , , ^ 

material has negatively charged carboxyl groups on the 

outer surface and, in 

particular, also inside the pores (C-termmal 
phenylalanine). It therefore 

does not have the required pure reverse phase properties. 

Furthermore, this ^„n-cr -i 

cation exchanger property on the outer surface results m 

unwanted interactions 
with the sample material. 

Brief Summary Text - BSTX: 

Hagmaka et al . (1989) disclose a chromatographic support 

material in which the . . 

hydrophobic phase consists of fatty acid residues m amide 

linkages. The amide . ^-,v.i^ 

linkage is regarded by the authors as sufficiently stable 

for the intended use. 

However, the preparation of the material is more 
complicated than that of the 

material according to EP 0 173 233: a specific new enzyme, 
polymyxin acylase, 

which is difficult to obtain, is required to remove the 
fatty acid residues 

from the outer surfaces. It is not, for example, 
commercially available. In ■ . ■ ^ 

addition, the enzymatic elimination results m free ammo 

groups which must be „ ^ ■ 

converted in an additional reaction into a " diol phase m 

order to avoid 
disturbances . 

Brief Summary Text - BSTX: 

It has been found, surprisingly, that chromatographic 
support materials of the 

above types can be prepared by, for example, reacting 
silica gel particles, 

which have been modified by known processes with 
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2, 3-ciihyciroxypropoxy groups 

(__0— CH.sub.2 — CHOH— CH.sub.2 OH; " diol " group), m a 
further step with fatty 

acid derivatives to form an ester linkage. Subsequently, 
the acyl groups on , , , . 

the outer surface are eliminated enzymatically using 
esterases and/or lipases. , i 

Surprisingly, even particle-bound lipase is suitable for 
this reaction. This 

results in stable support materials. This finding is 
surprising in view of the 

technical teaching of Haginaka et al . , because the ester 
linkage is even more 

unstable than the amide linkage. The material according to 
the invention is 

easier to prepare compared with the state of art, because 
easily obtainable . m 

enzymes can be employed, and because the required diol 
phase is produced on 

the surface without additional reaction. 
Brief Summary Text - BSTX: 

It is possible to use porous silicate-containing materials 
as starting 

material, for example silica gels or porous glasses. Large 

numbers of ■ n i-,n -f 

materials of these types are commercially available: tor 

example Nucleosil . TM . , 

supplied by Macherey & Nagel, Duren; LiChrospher , RTM . , 
supplied by E. Merck, 

Darmstadt; or Controlled-Pore Glass. TM., supplied by 
Electro-Nucleonics Inc., 

U.S.A.; Bioran.RTM. glass, supplied by Schott, Mamz . 
These materials can be 

converted, for example by known methods, into the 
appropriate " diol " phases, 

i.e. 2, 3-dihydroxypropoxy-modif led supports (Dean, P. D. 
G . , Johnson, W . S . , 

Middle, F. A., Affinity Chromatography, 1985, IRL-Press, 
England) . 

Brief Summary Text - BSTX: 

However, finished " diol " phases which can be employed 
according to the 
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invention as hydrophilic supports are also commercially 
available; for example ^ 
LiChrospher.RTM. diol (supplied by E. Merck, Darmstadt) 



Brief Summary Text - BSTX: 

According to the invention, esterif ication is accomplished 

on aliphatic ^, ^ ^ 

hydroxyl groups, not on, e.g., silanol groups. Therefore, 

" ol " 

d^FI^atization or introduction of aliphatic hydroxyl groups 

is necessary unless ■ ^ . i 

the base material contains already aliphatic hydroxyl 
groups. Any aliphatic 

hydroxyl group could be used as an alcohol moiety tor 
forming the C . sub . 2 

-C. sub. 10 alkyl having 1-9 aliphatic hydroxyl groups. A 
preferred range would . . n 

be C.sub.2 -C.sub.6 alkyl having 1-5 aliphatic hydroxyl 

groups , e.g., 

2-hydroxyethoxy-, 2-hydroxyprQpoxy- , 3-hydroxypropoxy- , 
2, 3-dihydroxypropoxy-, 

4-hydroxy-n-butoxy- , 3-hydroxy-n-butoxy- , 
3, 4dihydroxy-n-butoxy-, 

2, 3-dihydroxy-n-butoxy-, 2,3, 4-trihydroxy-n-butoxy- , 
especially preferred is 
2, 3-dihydroxypropoxy- . 



Brief Summary Text - BSTX: 

Suitable for introducing the aliphatic hydroxyl groups are 
mono-, di- and 

trifunctional silanes as well as mixtures thereof. A 
silica gel support with 

homogeneous distribution of silanol groups on the surface, 
which has been . 
reacted with mono- and/or difunctional silanes to give the 

corresponding " diol " 

phase, is preferred. Preferred as starting material for 
the subsequent 

reaction are materials which contain silanol groups (silica 
gels, porous 

glasses) and which have 2-6 . mu . mol /m . sup . 2 , preferabiy 
2.5-3.5 

.mu.mol/m.sup.2, " diol " groups on the phase surface. 
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Brief Summary Text - BSTX: 

This involves the primary and/or secondary hydroxyl group 
of the immobilized 

glycerol radical ("diol" radical) forming the corresponding 

ester with the 

halide in a known manner. 

Brief Summary Text - BSTX: 

The reaction of the " diol " -containing support materials 

with the fatty acid .r^■f^^r^ 
halides described is carried out with a 4- to 10-fold, 

preferably 8- to 9-fold, 

excess of chloride based on the "diol" content of the 
materials employed. The i ^ 

reaction is normally carried out m the presence of 1 to 3 

o?gan?c^base?'preferably 1.5 equivalents of triethylamme, 

in an anhydrous . ^^^^^--ir^r. 

solvent, for example chloroform. After dropwise addition 

of the cooled halide . 

at 0-10. degree. C, preferably 4. degree. C, the mixture 

is left to react at , -, ^. ■ 

20-25. degree. C. for 12 to 15 hours. The resulting 

material is filtered off, 

washed several times with chloroform, methanol, water and 

subsequently again 

with methanol and dried. 

Brief Summary Text - BSTX: 

The C.sub.4 -, C.sub.8 - and C. sub. 18 -fatty acid ligands 

which are preferably , , o.^o -p +-v.^ 

used occupy between 60 and 90%, preferably SOa, of the 

surface, based on the 

"diol" content of the starting material m each case. 

Detailed Description Text - DETX: 

1.2. Ring Opening to Give the " Diol " Phase 

Detailed Description Text - DETX: 
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A diol -modified silica gel with a covering of 2. 
.mu.mol/m. sup.2 (calculated 
from the content of 7.0% C) . 



Current US Original Classification - CCOR: 
210/198.2 
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DOCUMENT- IDENTIFIER: US 5830999 A 

TITLE: Stabilization of insulin through ligand binding 
interations 

DATE-ISSUED: November 3, 1998 
US-CL-CURRENT: 530/303; 530/304 ; 530/305 
APPL-NO: 08/ 378412 
DATE FILED: January 26, 1995 
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Detailed Description Text - DETX : 

Pursuant to another aspect of the present invention, 
electron releasing groups 

that increase the density of negative charge on the 
carboxylate group and thus 

increase the affinity of the organic carboxylate ligand for 
the HisBlO metal 

ion may also suitably be incorporated. Suitable electron 
releasing groups 

include, but are not limited to, the following: hydroxylate 
anion, thiolate 

anion, hydroxyl, methoxyl , amino and alkyl. 
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US-PAT-NO: 6117996 

DOCUMENT-IDENTIFIER: US 6117996 A 

TITLE: Triazine based ligands and use thereof 

DATE-ISSUED: September 12, 2000 

US-CL-CURRENT: 544/216; 210/198.2 ; 544/215 

APPL-NO: 09/ 071927 

DATE FILED: May 1, 1998 

PARENT -CASE : 

CROSS-REFERENCE TO RELATED APPLICATIONS This application is 

continuation-in-part of application Ser. No. 08/849,502 
filed on Jun . 5, 1997 

which claims the benefit of application Ser. No. 
PCT/DK96/00399 filed on Sep. _ ^ ^ „ 

19, 1996 via the PCT and claims priority under 35 U.S.C. 
119 of Great Britain , ^ ■ u 

application 9519197.9 filed Sep. 20, 1995, and of Danish 
application serial no. , ■ > 

0399/98 filed Mar. 20, 1998, the contents of which are 
fully incorporated 

herein by reference. This application is a C.I. P. of 

08/849,502 filed Jun. 5, /^T^or/nmaa 
1997 abandoned which is a continuation of PCT/DK96/00399 

filed Sep. 19, 1996. 

FOREIGN-APPL-PRIORITY-DATA: 
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1995 

0399/98 March 20, 1998 



KWIC 



Brief Summary Text - BSTX: 

The term "alkoxy group containing from 1 to 6 carbon atoms" 
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as used herein, 

alone or in combination, refers to a straight or branched 
monovalent 

substituent comprising an alkyl group containing from 1 to 
6 carbon atoms 

linked through an ether oxygen having its free valence bond 
from the ether 

oxygen and having 1 to 6 carbon atoms e.g. methoxy, ethoxy, 
propoxy , 

isopropoxy, butoxy, pentoxy. 

Current US Cross Reference Classification - CCXR: 
210/198 . 2 
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application Ser. No. 736,030 filed May 20, 1985, now 
abandoned, which is a 

continuation of Ser. No. 598,091, filed Apr. 9, 1984, now 
abandoned . 
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Detailed Description Text - DETX: 

The following two examples of mixed phase compositions 
showed negligible dual 

zone character. They were made by attaching a 
substoichiometric amount of the 

residue CF.sub.3 CH.sub.2 CH.sub.2 (CH . sub . 3 ) . sub . 2 Si-- 
(hereinafter TFS) to 

silica gel followed by saturating the remaining reactable 
surface hydroxyls 

with (CH. sub. 3) .sub. 3 Si-- (hereinafter TMS) residue. The 
first residue was 

attached using the chlorosilane derivative. Chlorosilanes 
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are common 

silylating agents that are known to be more reactive than 
organosilanols or the 

silanol precursors (silyl methoxy derivatives) set forth in 
Abbott's patent. 

The silica gels had pore diameters of 6 nM (Baker Silica 
Gel as was used in the 

examples of the instant invention disclosure) , and 25 nM 
(;\micon Brand Silica) , 

but in neither case was a substantial amount of dual zone 
character displayed. 

When these residues are attached to such silica in amounts 
comparable to the 

below samples using ultrafast silylating agents and 
conditions under which the 

agent is not completely converted to a slower agent, then 
substantial dual zone 

character meeting the criteria of (a) and/or (b) , is 
obtained . 

Current US Cross Reference Classification - CCXR: 
210/198.2 
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US-PAT-NO: 4828695 

DOCUMENT- IDENTIFIER: US 4828695 A 
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chromatography and method 
of making the same 
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428/403 ; 428/406 
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DATE FILED: February 10, 1988 



Detailed Description Text - DETX: 

The organic silane compound used herein is, for example, 
the compound having 

the following general formula: ##STR1## in which R.sub.l is 
epoxy group, 

R.sub.2 is a member selected from the group consisting of 
epoxy, methoxy , 

ethoxy, methyl and ethyl groups and halogen atom, X is a 
member selected from 

the group consisting of methoxy, ethoxy, methyl and ethyl 
groups and halogen 

atom, and Y is a member selected from the group consisting 
of methoxy and 

ethoxy groups and halogen atom. Concretely as typical 
silane compound, 

. gamma . -glycidoxypropyl trimethoxysilane, 
. gamma . -glycidoxypropyl 

triethoxysilane, . gamma . -glycidoxypropyl monomethyl 
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dichlorosilane, 

. gamma. -glycidoxypropyl dimethyl monochlorosilane, 
3, 4-epoxybutane monomethyl 

dichlorosilane, 3 , 4-epoxybutane triethoxysilane or 
di- . gamma . -glycidoxypropyl 
dichlorosilane is examplified. 



Claims Text - CLTX : 

4. A packing material as set forth in claim 1, in which 
the organic silane . 
compound is the following general formula: ##STR2## m 
which R.sub.l is epoxy 

group, R.sub.2 is a member selected from the group 
consisting of epoxy, 

methoxy, ethoxy, methyl and ethyl groups and halogen atom, 
X is a member 

selected from the group consisting of methoxy, ethoxy, 
methyl and ethyl groups 

and halogen atom, and Y is a member selected from the group 
consisting of 

methoxy and ethoxy groups and halogen atom. 

Current US Original Classification - CCOR: 
210/198 . 2 
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Claims Text - CLTX : 

1. Affinity ligand-matrix conjugates comprising a ligand 
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with the general 

formula (a): ##STR20## wherein R.sub.l represents a 
hydrogen atom, an alkyl 

group containing from 1 to 6 carbon atoms, a hydroxyalkyl 
group containing from 

1 to 6 carbon atoms, a cyclohexyl group, an amino group, a 
phenyl group, 

naphthyl group, 1-phenylpyrazole, indazole, benzthiazole 
group, benzoxazole 

group or a benzimidazole group, each of which benzene, 
naphthalene , 

1-phenylpyrazole, indazole, benzthiazole, benzoxazole or 
benzimidazole ring is 

optionally substituted with one or more substituents 
independently selected 

from the group consisting of alkyl groups containing from 1 
to 6 carbon atoms, 

alkoxy groups containing from 1 to 6 carbon atoms, acyloxy 
or acylamino groups 

containing from 1 to 6 carbon atoms, amino groups, hydroxyl 
groups, carboxylic 

acid groups, sulphonic acid groups, carbamoyl groups, 
sulphamoyl groups, 

alkylsulphonyl groups containing from 1 to 6 carbon atoms 
and halogen atoms; 

Current US Cross Reference Classification - CCXR: 
210/198 .2 
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Brief Summary Text - BSTX: 

Preferred silanes feature three olefinic groups having the 
f o rmu 1 a 

— (CH.sub.2) .sub.m CH . dbd . CH . sub . 2 , where m is between 0 
and 3, inclusive. 

Particularly preferred are olefinic groups having the 
formula --CH.sub.2 

CH. dbd. CH.sub.2 (m-1) and — CH . dbd . CH . sub . 2 (m=0). 
Examples of preferred 

ligands include hydrogen, a halogen (e.g., F, CI, Br, or 
I), an alkoxy group 

(e.g., having between 1 and 3 carbon atoms, inclusive, such 
as a methoxy or 

ethoxy group), an aryl group (e.g., a phenyl or naphthyl 
group) , a derivatized 

aryl group (e.g., an aminoaryl, haloaryl, hydroxyaryl, 
mercaptoaryl , cyanoaryl, 

phosphonoaryl, or carboxyaryl group having between 1 and 18 
carbon atoms, 

inclusive), an alkyl group (e.g., having between 1 and 22 
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carbon atoms, 

inclusive, such as an octyl or octadecyl group) , or a 
derivatized alkyl group 

(e.g., an aminoalkyl, haloalkyl, hydroxyalkyl , 
mercaptoalkyl , cyanoalkyl, 

phosphonoal kyl , or carboxyalkyl group having between 1 and 
18 carbon atoms, 

inclusive) . Other examples of derivatized alkyl and aryl 
groups include alkyl 

or aryl-bound cyclodextrans , crown ethers, and chiral 
molecules. Specific 

examples of preferred silanes include 
triallyloctadecylsi lane, 

trivinyloctadecylsilane, triallyoctylsilane, and 
trivinyloctylsilane. 

Claims Text - CLTX : 

5. The method according to claim 1 comprising contacting 
the substrate with a 

silane in which the ligand comprises hydrogen, a halogen, 
an alkoxy group, an 

aryl group, a derivatized aryl group, an alkyl group, or a 
derivatized alkyl 
group . 

Current US Original Classification - CCOR: 
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Detailed Description Text - DETX: 

Preferably, however, the polar group is a polyalkoxy group 
having at least 2 

alkoxy groups selected from the class consisting of ethoxy 
and isopropoxy. 

Broadly speaking, the polyalkoxy group will have not more 
than 50 alkoxy 

groups. Preferably, however, the polyalkoxy group will 
have from 5 to 30 

alkoxy groups therein. A ligand can be substituted for the 
hydroxyl group at 

one end of the polyalkoxy group and a hydrophobic 
functional group substituted 

for the hydroxyl group at the other end of the polyalkoxy 
group by known 

procedures. Minor substitutions to polyalkoxy groups which 
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do not 

substantially affect the polarity of the polyalkoxy groups 
produce equivalent 

compounds for purposes of this invention. Fluorinated 
polyalkoxy groups are 

exemplary of such equivalent compounds. 
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